United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
I nilid Stall-, l'atint and Trademark Office 

Address: COMMISSIONER FOR PATENTS 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. CONFIRMATION NO. 



10/517.981 



07/14/2005 



Michel Maillard 



20306 7590 

MCDONNELL BOEHNEN HULBERT & BERGHOFF LLP 
300 S.WACKER DRIVE 
32ND FLOOR 
CHICAGO, IL 60606 



MAEWALL, SNIGDHA 



PAPER NUMBER 



DELIVERY MODE 



Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 



l/ffflrC? nVrliUli Otfff Iff ids y 


Application No. 

10/517,981 


Applicant(s) 

MAILLARD ET AL. 


Examiner 

Snigdha Maewall 


Art Unit 

1612 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 20 October 2008 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) |EI Claim(s) 3-6,22,23 and 25-30 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 3-6,22,23 and 25-30 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attach ment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) Information Disclosure Statement(s) (PTO/SB/08) 5 ) □ Notice of Informal Patent Application 
Paper No(s)/Mail Date 10/20/08 . 6) □ Other: . 



PTOL-T26 d (Rev e 08-06r 



Office Action Summary 



Part of Paper No./Mail Date 20090210 



Application/Control Number: 10/517,981 
Art Unit: 1612 



Page 2 



DETAILED ACTION 



1 . Receipt of applicants' arguments, remarks, amended claims and IDS filed on 
10/20/08 is acknowledged. 

Claims 1-2, 7-8, 10, 15-19, 21 and 24 have been cancelled. 

Claims, 3-5 have been amended. 

Claims 3-6, 20, 22-23 and 25-30 are under prosecution. 



Applicant had elected Group I, claims 3-6, 20, 22, 23, 25-30 drawn to a method 
of treating Alzheimer's disease to be prosecuted in the reply filed on 05/05/08. The 
claims are being prosecuted to the extent they read on elected species. 

Applicants elected the following species in reply filed on 05/05/08. 

IK : > < * o o s p -v ' of 
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Election/Restrictions 
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The rejections/objections not reiterated herein have been withdrawn in view of 
Applicants amendments. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 



3. Claims 3, 5-6, 22-23 and 25-30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over teachings of Amouyel et al. (Annals of New York Academy of 
Sciences, 903:437-441, 2000) in view of Maibaum et al. (US 5,641,778). 

Amouyel et al. teach presence of renin angiotensin system components in the 
central nervous system. Brain angiotensin levels influence cognitive processing 
acquisition and recall of newly learned tasks. Increased levels of angiotensin II induce 
an inhibitor influence on acquisition by reducing acetylcholine release; this reduction in 
central cholinergic function is deleterious to cognitive functions. ACE (Angiotensin 
converting enzyme) inhibitors which inhibit angiotensin II synthesis will remove inhibitory 
influence on acetylcholine release (Page 439, 2 nd paragraph, lines 1-10). Renin controls 
conversion of Angiotensinogen to Angiotensin I and ACE is involved in conversion of 
Angiotensin I to Angiotensin II (Page 438, Figure 1). As rennin inhibitors reduce the 
levels of angiotensin I, there will not be enough angiotensin I for ACE to act on. Thus 
renin inhibitors improve cognitive function (Page 439, 2 nd paragraph, lines 1-10). 

Amouyel et al. teach correlation of rennin angiotensin and cognitive performance, 
the reference teaches that increased rennin angiotensin is associated with decreased 
cognitive performance, the reference however does not disclose the claimed compound 
with respect to cognitive function. 
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Maibaum et al teach aromatically substituted omega amino alcanoic acid amides 
and alcanoic diamides and their use as renin inhibitors. They specifically teach 
compounds which are useful as renin inhibitors and thus useful in treatment of 
hypertension. Their teachings include the compound of formula I which is shown below. 
This compound is similar to what applicants are claiming in their claim 5 as the 
compound of formula (I) and compound of formula (la) (Claims 22 and 23) which is an 
obvious variant of compound of formula (I). 
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Maibaum et al compound of formula I is shown above 




It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to utilize the compounds disclosed by Maibaum which discloses 
that the compounds act as renin inhibitors. Since Amouyel teaches correlation of 
increased rennin angitensin with decreased cognitive performance, one skill in the art 
would have been motivated to utilize the compouinds disclosed by Maibum et al. in 
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inhibiting rennin and thus increasing cognitive performance with a reasonable 
expectation of success. 



Response to Arguments 

4. Applicant's arguments filed 10/20/08 have been fully considered but they are not 
persuasive. 

Applicants argue that Amouyel does not teach the administration of a rennin inhibitor 
results in improved cognitive function. Applicant's arguments are not persuasive. The 
Examiner cites the following from Amouyel reference which correlates Alzheimer's 
disease with rennin angiotensin system proteins. The reference explicitly states that 
physiopathological hypothesis suggest a possible involvement of the RAS proteins in 
the occurrence and evolution of Alzheimer's disease. 



l»r and nvm ! * dm <Ji-v;i*t-o -twit i.di^fj- bttm-i »tl «»m kro^h le- 
sions m\4 Alzheimer's dismast IAD). hwreased risk of Al> for hypertensive 
sob|ect.M*«f««sed risk nf demand a for elderly treated mth hypotensive drugs, 

stud a m»>u imparl <4 apotipo^rsskin J- pt*k itut '■(■ tn - j;tot< n nf Hi* lipid 
metabolism, o.n tin 1 occurrence of A 0. All these results mggest (hat vascnbr d«- 
teradnamA, both «»viro»menird m& g«»etk, may predispose to or speed tip d«» 
meidhu \-v a major pb^t <►{ v.», t (ij.ir k^^iasis, tk j renin angiotensin 
system <R\St proteins constitute an interesting oi re< I c ndidate genes. 
Among these, the amzUtimttm I ■■-«>?> verting e**zyme «eoe c k^s}, a central «»♦ 
zymeufthe HAS, presents in its sequence a deletion (Dj/insertion fij polymor- 
phism associated with variations of plasma ACis levels and with tft« risk of 
m^-tu ndi:d nd\ Lit V t i %f>>>} t d 1 1 l n,» a i !i i ; < I t 5 •>! ihs 51 In si 
- J tin n *•» »S < f>n st* t, (i jp i n mi i I k i> <, i>i<»* f * r i ! ».pi km >i >gu i 
h tin PI,* ,k)piithid* 4H ai 'np dje.se* .Mtgge»i « jwssdjk us- I vet 01 oi the 

RAS |'i< >-ti m {tuMhtiUM" it (miktifsis i,i \U M*m > 1, uSSli High ;n 

consistent, several results <.»f ease-control studies tend to suggest ihsd <h# A€% 
VI % "ft* t * I >knn> phi nil |i < * ash to! i^n.ifi u>t ■ s ibility factor I ? dt 
mentta, reinforcing tht m >mk sis >; ,* at nwju .*tt >n o' \ t s uLsr rUk far. 
tors i« the oceurreur«! «sf deimentta* 
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Applicant argues that: 

The Examiner's statement that "renin inhibitors improve cognitive function" is 

incorrect, and amounts to an overstatement of what Amouyel et al. actually teaches. 

The passages referred to by the Examiner from Amouyel only indicate that ACE 

inhibitor administration resulted in improved cognitive function. The reference includes 

no data clearly correlating inhibition of the enzyme to the improvement in cognitive 

function. Thus, there is no reason to believe that rennin inhibition would generate similar 

results. It is entirely possible that the improvement in cognitive function was the 

result of the compound tested operating via some other mechanism, a mechanism 

unrelated to the RAS. 

Applicants arguments are not persuasive because Maibum discloses 

claimed compounds as rennin inhibitors, and since Amouyel teaches the involvement of 

rennin angiotensin enzymes in occurrence or evolution of Alzheimer's disease, it would 

have been obvious to one of ordinary skill in the art to utilize the compounds disclosed 

by Maibum with an expectation that the compounds would help in treating Alzheimer's 

disease since Maibum teaches the compounds to act as rennin inhibitors. While it is 

true that none of the references do specifically state that the claimed compounds treat 

Alzheimer's disease, the rejection is not of anticipation rather obviousness rejection 

based on the teachings of the prior art. In response to applicant's arguments against the 

references individually, one cannot show nonobviousness by attacking references 

individually where the rejections are based on combinations of references. See In re 
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Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091 , 
231 USPQ 375 (Fed. Cir. 1986). 

Applicant discusses Savaskan et al.'s reference in supporting arguments. The 
arguments are not persuasive because the rejection is not based on Savaskan's 
reference. The rationale to combine the references has been discussed above. 

5. Claims 4 and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Amouyel et al and Maibaum et al as set forth above, further in view of Rosenberg et al. 
(US 5,063,208) and Chen et al (US Pub 2003/01 14373 A1 ). 

The teachings of Amouyel et al and Maibaum et al have been discussed above. 
Both references lack the teachings of inclusion of either P-glycoprotein inhibitor or 
antioxidants. 

Rosenberg et al (US 5,063,208) teach peptidyl aminodiol renin inhibitor 
compounds useful for treating hypertension congestive heart failure (Abstract). Their 
renin inhibitor compound is useful treating vascular diseases (Col. 46, lines 1-5). Their 
renin compositions contain antioxidants like sodium metabislufite (Col.46, lines 41 and 
42). Their teachings include combination of their compounds with antihypertensive 
agents like calcium channel blockers, verapamil (Col. 47, lines 19-20, 23, 41-43) which 
is a suitable P-glycoprotein inhibitor as indicated by applicants (Specification, Page 35, 
line 1). Thus Rosenberg et al. teach renin inhibitor compositions in combination with P- 
glycoprotein inhibitor and antioxidant as claimed by applicants (Claims 4 and 20 
respectively). 
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Additionally, Chen et al. (US Pub 2003/01 14373 A1) teach polynucleotide 
encoding a calpain super family CAN-12 protease and variants (Abstract). They teach 
use of CAN12 for treating hypertension and neurological disorders (Page 17, paragraph 
01 90 1 1 -1 4) including Alzheimer's disease (Page 1 7, paragraph 01 92, lines 1 -6). Their 
teachings include use of P-glycoprotein (PGP) antagonists in their formulations. PGP is 
well known for decreasing the efficacy of various drug administrations due to its ability 
to export intracellular levels of absorbed drug to the cell exterior (Page 159, paragraph 
1328, lines 1-8). Whereas use of PGP antagonists (inhibitors) will allow drug to stay in 
side the cell. 

Thus it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to combine P-glycoprotein inhibitor as taught by Chen et al, with 
Maibaum et al.'s renin inhibitor to have a composition that can be retained in the cell. 

Additionally based on Rosenberg et al.'s teachings of compositions containing 
renin inhibitor, P-glycoprotein inhibitor and antioxidants, it would have been obvious to 
one of ordinary skill in the art at the time the invention was made to prepare a 
composition containing Maibaum et al.'s renin inhibitor, P-glycoprotein inhibitor like 
verapamil and an antioxidant like sodium metabisulfite that will retain renin inhibitor 
inside the cell without further oxidation. 

Thus It would have been obvious to one of ordinary skill in the art to use 
Maibaum' s renin inhibitors in combination with P-glycoprotein inhibitor and antioxidant 
for the treatment of Alzheimer's disease with a reasonable expectation of success since 
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Amouyel et al teach the involvement of renin in the conversion of angiotensin I to 
angiotensin II and the suggestion that renin inhibitors improve the cognitive function. 

As explained above there is motivation to combine the above teachings to 
obtain a composition containing Maibaum et al.'s compound , P-glycoprotein inhibitor 
and an antioxidant for treating Alzheimer's disease and arrive at the claimed invention. 

It should be noted that Applicants have not provided side by side comparison of 
the closes prior art with the claimed invention with scientific and technical data to show 
unexpected results. The rejection is maintained. 

Response to Arguments 

6. Applicant's arguments filed 10/20/08 have been fully considered but they are not 
persuasive. 

Applicants argue that since the reference does not cure the deficiencies of Amouyel and 
Maibum et al., the rejection shall be withdrawn. Applicant's arguments are not 
persuasive as the rationale for combining the primary and secondary references have 
been cited above. The rejections will be maintained. 

7. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

8. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Snigdha Maewall whose telephone number is (571)- 
272-6197. The examiner can normally be reached on Monday to Friday; 8:30 a.m. to 
5:00 p.m. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on (571 ) 272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-0580. 



Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
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Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Snigdha Maewall/ 
Examiner, Art Unit 1612 
/Gollamudi S Kishore / 
Primary Examiner, Art Unit 1612 



